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Class II 

Hepatitis 
This guidance repmsents ‘the 
on this topic. It does not create or wkfer any ~~gh~~~o~ or olt ~~~y~e~so~ and does not 
operate to bind FDA or the~pz;sblic, Yost can use (1~1 al~e~~~~ve~u~~~o~~~ rifthe approach 
satisfies the requirements of the a~p~~cab~~ statutes and ~eg~~u~ns. Ifyou want to discuss 
an alternative approach, con&& the staff ~esp~~s~~~~for i~l~~e~e~~~g this 
guidance. {f you cannot id+i$j the a~p~o~r~a~ #BA stuffy call ghe ~~~ro~r~te number 
listed on the titte 

1. Introduction 
This special controls guidance doc~~~t was developed to support the reclassification of 
hepatitis A virus serological assays [that detect imm~no~obu~~n M (IgM), immunoglobulin 
G (IgG), or total antibodies (IgM and Q$?J)} into class II. ~~~a~tis A”viqs (WAV) 
serological assays are devices that con&t of antigens and antis&a for the detection of HAV- 
specific TgM, IgG, or total antibodies (I and IgG), in lmman serum Or plasma. These 
devices are used for testing specimens from individuals ~$0 have signs and symptoms 
consistent with acute hepatitis to detemine if an individual has be~n’~~e~ously infected with 
HAV, or as an aih to identify ~AV-susceptible individuals. The detection of these antibodies 
aids in the clinical laboratory diagnosis of an acute or past ~n~e~tio~ by HAV in conjunction 
with other clinical laboratory findings. These devices are .not intqded for screening blood, 
or solid or soft tissue donors. 

This guidance is issued in conjunction ;with a FederaZ Regis&~ notice announcing the 
reclassification of HAV serological assays from class III i&to class II, and codifying the 
classification at 2 1 CFR 866.33 3 0.’ 

Following the effective date of a final rule reclassifying these devi&s, any firm submitting a 
premarket notification (5 1 O(k)) for an &IAV serological assay will need to address the risks 
covered in the special controls$ guida&e document: I-Iowever, the firm need only show that 

’ Unlike other classification regubtions in’ 21 CFR part 866, subpart D, which use the term “reagents” 
in their titIes, FDA is using “assays” to refer to this device type because this term more accurately 
reflects the devices within this type. 
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its device meets the recomm ations of the guidance or in some other way provides 
equivalent assurances of safety and effectiveness. 

FDA’s guidance documents, including this guidance, do not establish legally enforceable 
responsibilities. Instead, guidances describe.the agency’s current thi~ing on a topic and 
should be viewed only as r~o~rn~nda~ons~ unless specific regulatory or statutory 
requirements are cited. The use ,of the word sh&ld in agency ~~~~nc~ means that 
something is suggested or re~,~~nd~, but not required. 

The Least Burdensome Approach 
The issues identified in this gui&nce document represent those that we believe should be 
addressed before your device v be mbrketed. In developing the guid,ance? we carefully 
considered the relevant statutory criteria for agency d~ci~ion~rn~ng, W:e also considered 
the burden that may be in in your attempt to follow the i&me. and a&lress the issues 
we have identified. We t burdensome approach to 
resolving the issues presented 

that w,e have considered the 1 
he guidance document. If, however, you believe that there 

is a less burdensome way to a ess the issues, you should follow theprocedures outlined in 
the “A Suggested Appr sol&xg Least Burdensome Xssues”’ document. It is 
available on our Cent at ht~:i/~ww.fd~.~ov/cdr~m~~a~tjl~astburdensome.h 

2. Background 
FDA believes that special contrcls, when combined with the general comrols, will be 
sufficient to provide reasonable assurapce of the safet~y arrd effectiveness of HAV serological 
assays. A manufacturer who intends to market a device of this generic’ type should (1) 
conform to the general controls of the Federal Food, Drug, and Cosmenc .Act (the Act), 
including the premarket notifilcation requirements described in 2 I CF’R part 807, subpart E, 
(2) address the specific risks to health associated with HAV serological assays identified in 
this guidance document, and (3) obtain a substantial equivalence dete~i~tion from FDA 
prior to marketing the device. 

This guidance document identiti.es the classification reguIation and product code- for HAV 
serological assays (Refer to Section 4 + Scope). In addition, other sections of this guidance 
document list the risks to heal identified by FDA and de&he measures that, if followed by 
manufacturers and combined with the general controls, will generally address the risks 
associated with these assays arx.3 lead to a timely 5 1 O(~k) review and clezuance. This 
document supplements other I?DA documents regarding the specific content of a 5 IO(k) 
submission. You should also refer to 2 1 CFR 807.87 and CDRH’s Device Advice 
ht~://www.fda.~ov/cdr~devad~i~el. 

As described in “The New 510(k) Pa igm - Alternate Approaches to Demonstrating 
Substantial Equivalence in ~~ernar~~t ~oti~catio~s~ ~~~~i ~u~~~~~~~~’ 

a manufac~rer may submit a Traditional 5 1 O(k) 
reviated 5 1 O(k) cr a Special 5 I O(k). FDA 

believes an Abbreviated 5 IO(k) provides the least burdensome means of demonstrating 
substantial equivalence for a new deviGo, particularly once FDA has issued a guidance 
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document. Manufacturers considering modifications to their own cleared devices may lessen 
the regulatory burden by submitting a Special 5 I O(k). 

3. The ~Content and Fa mat of. am A 
Submission 
An Abbreviated 5 1 O(k) submission must include the required elements identified in 2 1 CFR 
807.87, including the propose4 iabeling for the device suf~~~ent to describe the device, its 
intended use, and the directions for its, use, In an Abbreviated,5 1 O(k), FDA may consider 
the contents of a summary report to be appropriate supporti data within the meaning of 2 I 
CFR 807.87(f) or (g); therefore, we r~ommend~that you in+de axmrmary repart. The 
report should describe how U.-&guidance document was used du&ng the development and 
testing of your device and should briefly describe the methods or t~s~s~~sed and a summary 
of the test data or descriptiun oftbe aseptance criteria applied toaddiess the risks identified 
in this document, as well as any additional risksspecific to your device. This section 
suggests information to fNfifl.some:of the requirements of 807.8’7 as well as some other 
items that we recomxnend you include in an Abbreviated 5 1 Q(k), 

Coversheet 

The coversheet should prominently identify the submiasi?~ as an Abbreviated 5 1 O(k) and 
cite the title of this guidance document, 

Proposed labeling 

Proposed labeling should be sufficient to describe the device, its intended use, and the 
directions for its use. (Refer to Section 10 for speci:ifje inf~~at~o~ th& should be included 
in the labeling for devices of the type covered by this guidance document.) 

Summary report 

We recommend that the summary report contain: 

- A description of the device and its. intended use. We recom 
description include a complete discussion of the pe~fo~.~~e specifications and, 
when appropriate, detailed, labeled drawings ofthe ,deviGe. Refer to section 6 for 
specific information that we recommend you ~~~~~~~ in the &vice description for 
devices of the type coveredby this 
an Yndications for use” en&xure,2 

guidance document. You should also submit 

e A description of device design requirements, 
e An identification of the Risk-Analysis method@} used to assess the risk profile in 

general as well as the speci& device’s design and the results of this analysis. 

’ Refer to 
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(Refer to Section 5 for the ri&s to health generally assoc;iat~ with the use of this 
device that FDA has identified.) 

l A discussion of the”device characteristics that address the risks identified in this 
guidance document; as well as any additional risks identified in your risk analysis. 

. A brief description of the te@ method(s) you have used or intend to use to address 
each performance aspect identified in Sections T-9 ,of this guidance document. If 
you follow a suggested test ‘method, you may tite the method rather than 
describing it. If you modify a suggested test method, you may cite the method but 
should provide sufT@ent in~o~~tio~ to ex&in the nature of, and reason for, the 
modification. For ea+h test, you may either (1) briefly present the data resulting 
from the test in clear and concise form, such as a table, a (2) describe the 
acceptance criteria rh@ you will apply to your test results3 (See also, 2 1 CXR 
820.30, Subpart C - Design Controls for the,Quality Sy$c=m Regulation.) _ 

l If you choose to rely on a recognized standard for any part of the device design or 
testing, you may in&de either: (I) a statement that testing will be conducted and 
meet specified acceptance criteria before the product is marketed; or (2) a 
declaration of conformity to the standard.4 Because a declaration of comormity is 
based on results from testings we believe you cannot proper:rly submit a declaration 
of conformity until you have completed the test&g the standard describes. For 
more information, please refer tu section 5 14(c)(f J(3) of the Act and the FDA 
guidance, Use of @mdardh in SJlbs&&d ~~~iva~~~~~ eterminatkms; Final 
Gwidamx for hd&&y a& FDA, 
httn://www.fda.~ov~~dr~~de/~id~~e/ll3 1 .html. 

If it is not clear how you have &$&es&J the risks identi$ied by-FL34 or,a@itional risks 
identified through your risk analysis, we may request additional i~fo~ation about aspects of 
the device’s performance characteristica. We may also request ad~tio~al information if we 
need it to assess the adequacy-&your a%xeptance criteria. ,(Under 2 1 CFR 807.87(l), we may 
request any additional information that is necessary to.reach a~dete~i~,tion regarding 
substantial equivalence.) 

As an alternative to submitting,an Abbreviated 51 O(k), you can submit a Traditional 5 1 O(k) 
that provides the information ar!rd da& required under 2 1 CFR 807.87 and deseribed in this 
guidance. A Traditional .5 1 O(k) should‘include your methods, data, acceptance criteria, and 
conclusions. Manufacturers considering modifications to their own cle,ared devices should 
consider submitting Special 5 1 O(k)s. 

3 If FDA makes a substantial equivalence de~e~iu~t~o~ based on acceptance criteria, the subject 
device should be tested and shown to meetthese acceptance criteria before being introduced into 
interstate commerce. 
4 See Required Elements for a Declaration of Conformity to a Recognized Standard (Screening 
Checklist for AtI Prenarket N~~~~~ti~~ f51O(k)], S~~~~ssi~~s~~ 
htt~://w~.fda.~ov/cdr~ode/reare&~ta~d,~~ml. 
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The general discussion above applies to any device subject to a special controls guidance 
document. The following is a specific &scussion of ho.w you should apply this special 
controls guidance document to a 5 1 O(k) submission for HAV ,serological assays. 

4. scope 

The scope of this document is limited to hepatitis A virus s~ro~o~i~~l assays [that detect IgM, 
IgG, or total antibodies (IgM and,IgG)] (product code: Lot): 

In the companion rule FDA has identif&d these devices, classiEed under 2 1 CFR 866.33 10, 
as follows: 

Hepatitis A virus serological assays are devices that consist of antigens and antisera 
for the detection of hepatitis A virus-specific IgM, IgG or tutal antibodies (IgM and 
IgG), in human serum or plasma. These devices are used for testing specimens from 
individuals who have signs and symptoms consistent with acute hepatitis to determine 
if an individual has been prev&sly infected with WAV, or as an aid to identify HAV- 
susceptible individuals. The detection of these antibodies aids in the clinical 
laboratory diagnosis of an acute or past infection by hepatitis A virus in conjunction 
with other ciinical laboratory findings. These de&es are not intended for screening 
blood, or solid or soft tissue donors. 

5. Risks to Healt ,. 
There are no known direct risks to an~individual’s h,ealth associ@ed with the device. 
However, failure of HAY serolbgical assays to perform as indicates or an error in 
interpretation of results may lead,to improper patient management. There are no clinical 
features that distinguish HAV’infection from infection by otkxer etiologie agents of hepatitis 
such as hepatitis B virus (HEW) or hepatitis C virus (HCV). EIAV sero;logical assays are 
used to aid in this distinction. Therefore, false test results could contribute to improper 
patient management, which in&des misdiagnosis. 

A false negative measurement with failure to detect HAY-specific IgM could lead to 
misdiagnosis of an active~ HAV infect@. False negative HAV serological assay results may 
place individuals infected with @reexisting liver disease at risk for not reeeiving appropriate 
therapy. Such false negative test results also may have serious adverse public health 
consequences because HAV infeeted individuals, e.g., food-ha~dle~~,,may not receive 
appropriate counseling regardingbow to’prevent infecting others with.HAV. It has also 
been shown that HAV infection in individuals with preexisting liver disease, e.g., HCV 
infection, is associated with an increas rate of fulminant ~~p”atitis ~d~rno~~ity 
[References l-31. The administration of HAV-specific h~e~~~~~ ~lubuIin,may help to 
prevent or improve the clinical manifestations of disease if given wnhin 2 weeks of infection 
as prophylaxis, although it is generally not helpful in the acute phase ofI-IAV infection [Ref. 
41. In healthy individuals, HAV infections are generally s~lf~limit~g without serious 
consequences, with no chronic or persi&ent hepatitis [Ref. S]. 
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In addition, the failure to detect WAV-specific total or XgG ~t~bodies would result in 
misdiagnosis of past infection and may cause individuals to ~roneousl~ receive vaccination 
for HAV. This would be of minimal risk, however, since there is no contraindication for an 
individual immune to HAV receiving aAV vaccination, 

A false positive measurement can result in incorrect diagnosis’o~a~tive or past HAV 
infection. If HAV-specific total antibodies are detected erroneously, an individual may not 
receive the vaccine for HAV and-could continue to be at risk for HAV infection, Hepatitis A 
virus infection is a public health issue and a reportable disease to the Centers for Disease 
Control and Prevention. State health laboratories are required to d~e~ine whether reported 
cases of HAV infection are true or false; a false positive anti-HAV E M result places an 
undue burden on state health department resources [Ref. 61. 

In the table below, FDA hris identified the risk to health generally assoeiated with the use of 
assays for HAV-specific antibodies addressed in this do,cument. The measures recommended 
to mitigate this identified risk are given in this guidance document, as shown in the table 
below. We recommend that you conduct a risk analysis, prior to submitting your premarket 
notification, to identify any other risks specific to your device. The premarket notification 
should describe the risk analysis meth Ef you elect to use an alternative approach to 
address the risk identified in this document, or have identified risks additional to those in this 
document, you should provide sufficient detail to support the approach’ you have used to 
address that risk. 

6. Device Des&p 
We recommend that you include the following in your device d~sG~pti~~~ 

0 a description of the method that your device uses to detect ‘HAV-specific IgM, 
I@, or total antibodies (e.g+ enzyme imrn~~ssay~ 

* a description of the reagent,,components include4 wimthe kit 

. information on the antibodies detected or measured 

. a clear explanation for the s ecific controls and calibrators to be used in the assay 

. a description of the primary-purpose for the quality control material 

In your description of reagent components, you should providethe antigen source and 
explain how it was characterized. If a recombinant antigen is used, you should supply 
specific information concernin& the specific HAV epitopes present on the antigen and 
specific information for antigen characterization. For monoclonal antibodies, you should 
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give specif?c information concerning HAV epitopes detected by the assay, and provide 
appropriate antibody characterization. 

7. Performance G 
General Study Re~omme~datiQns 

We recommend that you test spe~im~n~~~orn individuals that have been vaccinated against 
HAV. You should evaluate a ba$eline specimen (pre-vaccin&on) and a post-vaccination 
specimen collected no earlier t&n 4 wicks post vaccination from individuals aged two years 
and greater.5 In your study, you should include all vaccines that are currently US. licensed. 
If the assay’s capture antigen is different than the vaccine str+n, you~shoild explain why this 
will not produce a false negativeresult vvhen testing for immunity due 40 vaccinati&. If the 
antigen used in the assay is the same strain, and has been treated in the same manner as the 
vaccine, the above testing will got be necessary [Ref, 71. 

Analytical Studies 

Specimen collection and handling ccnditions 

We recommend that you substantiate statements in your labeling about specimen storage 
and transport by assessing whether the device can m~~tain a~~~pta~~e performance (e.g., 
assay precision) over the.storage times and .temperatures mcomrnended to users. For 
example, an appropriate study may include an analysis of ali~uots stored under the 
conditions of time, temperature, or qumber of ~eez~/th~w cycles that you recommend to 
users of the device. We recommend that you state the crit&ia for an acceptable range of 
recoveries under the recommended @orage and handling conditions. [Ref. 83. 

Precision Testing 

You should conduct internal preci@n testing (i.e%,’ at the manufacturer’s site) in 
accordance with CLSI, EPS-A2 [R&g 91” Precisioir testing performed in accordance with 
CLSI, EP 15-A2 [Ref; 1 O] should be conducted at &ree external sites, 

We recommend that you c~ra~te~~~ samples used for i@ra; and in&er-assay precision 
testing according to guidelines prov,ided in the CLSI, EP 12-A [Ref., 1 I ]. 

We recommend that you use patient samples, your assay c~Iibrator~~), and the quality 
control materials that you sq.?ply o~:re~omm~d far your device for this characterization. 

Due to the HAV vaccine’s higk $fficacy, there is not a ~~c~rn~e~d,ati~~ to test post vaccination for 
vaccine efficacy. Pre-vaccinatitm testing may be desired where anMIAV prevalence is high and 
previous vaccination hi&ory is kxknowd. [Hepatitis A, ~pid~~olo~ and Prevention of Vaccine- 
Preventable Diseases, 8th Edition, Natiqnal Immunization Program, Centers for Disease Control 
and PreventiOn, U.S. Departme$of I%x$h and Human‘Servicesj] TherefWe, anti-HAV IgG and 
total antibody assays should demonstrate their ability to detect vaccine induced anti-HAV so that 
previously immunized individuals will tiot be revaccinated. 
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We recommend that you evaluate precision at relevant measur~e~ts, including levels 
near medical decision points and measurements near the limits of the reportable range, 

We recommend that you include the following items .in your 5 1 O(k): 

. point estimates of the concentration for levels of anti-HAV 

. sites at which the precision protocol was run 
l number of days%. runs, and observations 
. number of sites and/or operators 
* standard deviations of intra- and inter-assay precision with exact 9.5% 

confidence intervals . 
We recommend that you identify which faetors(e.g., jnstrument ~a~‘ib~atio~, reagent lots, 
and operators) were held constant &d which were,varied during the evaluation. Describe 
the computational methods, if they are different from that described in CLSI EP 1 S-A2 
and CLSI EP5-A2. 
If your assay recluires, or you recommend, automated ~ns~~~tati~on~ we recommend 
that you perform the above~mentio~~d precision with three different instrument builds, 
i.e., different instrument serial numbers. 

Interference 

We recommend that you characteri& the effects of potential interferents on assay 
performance. Examples of expe~~~ntal designs, including ~~d~li~~s for selecting 
interferents for testing, are described in detail in CSLI, EP7-A [Ref- 121. Potential 
sources of interference can include compounds normally found in serum, such as triolein 
(triglycerides), hemoglobin, bilirubin, and serum albumin. 

We recommend that you iticlude the following items m your 5 10(k): 

. types and levels of interferer&s tested 
l levels of antibody in the sample, including a description of how the levels were 

determined 
* number of replicates tested 
a definition or method for computing interference 

We recommend that you identify any observed trends in bias (i.e., negative or positive) 
and indicate the range of observed recoveries in the presebee of the particular interferent. 
This approach is more informative ,&an listing average recovehes alone. We recommend 
that you state your criteria or level for determining ~o~-in~e~~re~~~. 

You may not need to perform additional interference testing with potential interfere&s of 
your assay that have already been identified in literature or by other sources. However, 
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you may address additional potential interferents with a~pr~p~~te citations in the 
labeling. 

Cross-reactivity: 

We recommend that you inclkde data on assay specifmity by rne~~ri~ the 
cross-reactivity of your device with antibodies to other relevant mi~oorganisms. In 
particular, you should perform studies to characterize performance in the presence of 
antibodies to other viruses that cau~e,h~pat~tis [e.g., Epstein Barr Virus (EBV), HBV, 
HCV, eytomegalovirus (C&IV), rub&ola virus, mumps vir%s, ‘and varicella zoster virus 
(VZV)], and other rni~~oorg~~srns that cause hepatjtis (e.g., T~~u~~u~~u gandii). ?f your 
antigen is recombinant, werecommend that you provide cross-reactivity studies against 
the recombinant vector, For HAV IgM assays, we recommend that ‘you include 
performance in the presence qf such factors as rheumatoid factor, anti-nuclear antibodies, 
and human anti-mouse antibodies. 

Cut-off saints 

We recommend that you provide dam to explain how your ciin~~ally relevant cut-off 
point was selected and established. .You shauldSprovide i~~o~atio~ on the use of an 
equivocal zone for testing. I% you’ believe an equivocal zone is ~~~propriate, you should 
provide an explanation for this, singe there is not a ~o~~~~tio~ assay for anti-HAV. 

Other analvtical studies 

We recommend that you test serocorrversion panels. The panels should incorporate 
specimens prior to the appwance of the analyte and, in ‘hcl;.caseof anti-HAV IgM, when 
the analyte begins to wane. Many of these panels are ~o~~er~i~~ly .available. If you use 
a commercial panel, we recommend <that you reassess its reported reactivity with a legally 
marketed assay, 

We recommend that you test against recognized standards f&r anti-HAV, e.g., Paul 
Ehrlieh-Institute or World Health ~rganiza~iun (National Institute for 
Standards and Control) standards, to determine the assay*s ~~i~i~~~ sensitivity, i.e., 
limit of detection (LoD). 

If a matrix other than serum is reco ended, e.g., EDTA or sodium heiarin 
anticoagulated plasma, youshould provide information dern~n~tra~i~g that there is 
minimal (or no) assay effec?t when thkse ~~coa~~a~ts are corners to serum. We 
recommended that this testing be &me in a manner analogous to the evaluation described 
for method comparison in CLSI, EP9-AZ, [Ref. 13) a$ the World Health Organization’s, 
Use of Anticoagulants in Djagnostia Laboratory l~ve~~lgatio~s [Ret 141. 

8. Prevalence, (E 
We recommend that you estabhsh .theprevalence of HAV antibodies in a normal population 
(healthy individuals without symptoms) slsing the speciGed,cut-off, You should test a 
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statistically significant number of samples that are consistent with tile current U.S. census for 
age, gender, and ethnicity. Since WAG infection occurs sporadically within the U.S., wixh 
more cases being repoeed from.the Western US (Figure l)* we suggest that prevalence 
studies be conducted in the Eastern U.S. (low prevalence) and the Western U.S (high 
prevalence). You should provide results based on your device. Fox! Expected Values testing, 
results based on other devices are not tiee&d. We re~o~e~~-~at,you summarize the 
distribution of the population according to age groups (in decades), gender, geographical 
area, and the number of positive, negative, and equivocal results. We recommend that blood 
donors not be used for this study. 

i, :-I] &q CL:> 2.3 43 6-7 a-10 

Approxim-itely the natiordl a\rerage dkrrtng ‘I%%1997, 
Figure 1 Source: National NotiEabte,bLaases &.uvcdltance System. 

Centers for Disease ControJ and,Prevesltion. Prevention of hepatitis A through active or passive 
immunization: recommendations of thk Advisory Cammittee on Immunization Practikx (ACIP). 
MMWR 1999;48(Nq. RR-l,L):p 7. 

9. Methods Corn 
We recommend that you evaluate your assay at three sit?s, one of which may be the 
manufacturer’s site. We recommend that you assess performance in the testing environment 
where the device will ultimately be used (i.e., clin~ca~,laborato~y) by ~~d~~duals who will use 
the test in clinical practice (e-g<, trained; technologists): We recomm .that you initially 
analyze data from each study site separately to evaluate any inter-&e variation and include 
results of the analysis in the 5 1 U(,k) summary report. It may be possible to pool clinical study 
results from the individual si-tes in the package insert if you can demonstrate that there are no 
significant differences in the results or populations among sites. Before initjating any clinical 
study, you may consult the Division of Microbiology Devi,es. 

So that we can best interpret aqep@nce criteria.or data s~rnrn~~es during the review, we 
recommend that you provide appropriate specific information ~o~~e~~g protocols. This 
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information is also necessary to aid us&s in integrating info~~tiun in your labeling. For 
example, when referring to CLSI protocols or guidejines, we re~mm~d. that you indicate 
which specific aspects of the pfotocols Or guidelines you followed. 

Detectability and Comparatie Performance 

We recommend that you determine the’detectability of antibody to H-4%’ by comparing test 
performance with a legally marketed:dgvice {predicate device) or b~.testing against an 
appropriate algorithm that will’[diagnos& MAV acute and pas~~nfe~tion” We recommend 
prospective collection of specitiens t% individuals with signs and symptoms of acute 
hepatitis, e.g., hepatology or g~~oe~te~ology clinic patients. You may supplement these 
studies with well-characterized specimens obtained from repository banks. This specimen 
characterization should include information. supporting sample .inte~t~, appropriate 
selection, and clinical laboratory’testin& results> You should consider and address sources of 
bias. Since acute riAV prevalence.is relatively low in the U.S., reactive specimens, 
especially those specimens contaiting anti-I-IAV IgM, may be obtained from non-US. 
sources. The information you provide concerning sample ~hara~t~~za~o~ af non-U.S. 
specimens should be the same its that for specimens &om the: U.S. 

Sample Selection, Inclusion axld ~~~~~sio~ Criteria 

We recommend that yoy evaluate sarn$es-from the intended ~s~.p~puIation (i.e., individuals 
with signs and symptoms of hepatitis) $I a prospective &udy, and provide a clear description 
of how the samples were selected, including reasons that samples were excluded. 

Appropriate sample size of the ,iridicate$ population depends on factors, such as precision, 
interference, and other perforniance ~~aracte~sti~s of the test, We reccimmend that you 
provide a statistical justification to support the sample size of the study population. 

Presentation of Results 

We recommend that you provide line data for all studies. You may supply this information 
electronically using Microsoft ~~CEL,,d~limited text ties, or SAS f&s. 

10. Labeling 
The premarket notification should incl@e labeling in suf~~e~t detail to satisfy the 
requirements of 21 CFR $07,87(e), Although @al labeii,ieg is not required for 510(k) 
clearance, final labeling must comply bvi!h the requirements of 21 CFR part 801 and 21 CFR 
809.10 before a medical device, is introduced into interstate &mmeFce. 
The following suggestions are aimed at assisting you in subm~~i~g iab&ng that satisfies 
these requirements and prepariqg final Fbeling. 

Directions for Use 

You should provide clea: and co&se instructions that delineate the technological features of 
the specific device and how the device is -to be used on patients. Instructions should 
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encourage local/institutional training programs designed to familiarize users with the features 
of the device and how to‘use it in a safe and effective manner, 

Quality Control 

We recommend that you provide a description of quality control recommendations in the 
labeling and specify what yourSquality control material ‘tilt measure. 

Precautions for Use 

We recommend that you address issues concerning safe use of your ass~~y with statements in 
the labeling, such as the following: 

Human samples and blood-derived products may be routinely processed with 
minimum risk using the procedures described. Human source components of this 
device were tested and found ne&tive for anti-HIV (types 1 and 2), anti-HCV, and 
HBsAg by FDA recommended ~a~proved~licen~ed) tests, Because no test method can 
offer complete assurance that 14oratory specimens do not contain HIV, hepatitis B 
virus, or other infectious agents, specimens should be handled “at the Biosafety Level 
2 (BL2) as recommended for any potentially infectious human serum or blood 
specimen in the CDC-NIH nnifwaf, Biosafetv in ~i~r~b~o~o~~a~ and Biomedical 
Laboratories, 3’d Edition, 1993 and CLSI Approved Guideline h&29-A, Protection of 
Laboratory Workers from Instrument Biohazards and Infectious Disease Transmitted 
by Blood, Body Fluids, and Tissue. 

Precautions for Interpretatioas 

We recommend that you address issues concerning pati~ent safety with,s~atements in the 
labeling, such as the following: 

Assay results should be,interpreted only in the Icontext of other clinical laboratory 
findings and the total clinical status.ofthe individual. It has been shown that a 
viremic window exists with ind@iduals infected with HAV where the individual may 
be symptomatic for hepatitis, but, anti-HAV Ig!$ nonreactive [Ref. IS]. 
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